Abstract:
cultures were isolated, and expression and secretion of selected growth factors from 
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Introduction: 61 The mammalian intestine contains a highly proliferative epithelium that is completely 62 renewed and replaced every 3-5 days. The crypts of Lieberkuhn contain stem cells that 63 give rise to proliferating daughter/progenitor cells which differentiate into the four major 64 cell types of the intestine. Surrounding stromal cells including myofibroblasts play a 65 critical role in modulating epithelial cell proliferation (19, 22) and carcinogenesis (34).
66
Stromal myofibroblasts that encircle the intestinal crypts contribute to maintaining the 67 normal stem cell niche (19, 26, 32, 37) , and tumor-associated myofibroblasts play a in gastric cancer models (27) .
74
To better understand the role of myofibroblasts in regulating proliferation and 75 carcinogenesis of the gut epithelium, we have studied epimorphin, a member of the 76 syntaxin family of vesicle docking proteins expressed in gut myofibroblasts (10, 33, 35) .
77
Syntaxins are SNARE complex structural proteins that are required for membrane 78 fusion events. One of the best studied, syntaxin 1, functions as part of a target or t-79 SNARE complex to mediate neurotransmitter release in synapses (11). We have shown 80 that epimorphin or syntaxin 2, plays a role in regulating myofibroblast secretion of 81 growth factors and cytokines (33). Epimorphin is also unique among the syntaxins; in 82 addition to its intracellular function as a vesicle docking protein that regulates cellular 83 secretion, it also has an extracellular location (6, 12, 29) . Epimorphin has been shown 84 to bind to αV integrins and regulate transcription of genes involved in branching TGFβ and decreased MMP-2 and MMP-9 expression (36).
91
Stromal Epim has also been postulated to play a role in epithelial carcinogenesis. We Myofibroblast (MF) culture medium was composed of DMEM with 10% fetal bovine 191 serum (FBS; Invitrogen), epidermal growth factor (EGF; 2 ng/ml (Sigma), insulin (10 192 µg/ml; Sigma), transferrin (10 µg/ml; Roche) and gentamicin (10 µg/ml; Sigma).
193
Fragments were plated in the culture medium and incubated at 37 (10 ng/ml) or IL-1β (10 ng/ml) and media collected after 24 h to quantify secreted HGF 224 by ELISA. Each sample for ELISA was repeated in duplicate, and each experiment 225 was performed at least twice.
226

Immunohistochemical analyses:
227
Intestines were fixed in 10% formaldehyde overnight, dehydrated, embedded in paraffin 228 and sectioned (8 µm). Sections were deparaffinized, rehydrated and washed with PBS.
229
Antigen retrieval was performed in heat retrieval solution (Diva Cloaker-Biocare primary culture appeared similar with typical spindle-shaped cells (Fig. 3A,B) . Selected (Fig. 3D,F) 
291
were immunostained for α-smooth muscle actin (Fig 3C,D) and vimentin (Fig. 3E,F (18, 34) and TGFβ has well-described anti-377 proliferative, anti-tumorigenic effects which contribute to the inhibition in polyp 378 multiplicity (1, 20, 21) . Our data support a novel role for Epim in regulating HGF 
397
In jejunum, the number of only the smallest polyps were decreased, suggesting that the myofibroblasts had markedly reduced HGF mRNA levels (Fig. 4B) In summary, our data suggest that Epim deletion reduces small bowel polyposis and 476 affects both myofibroblast HGF secretion, and epithelial TGFβ signaling. Reducing the 477 tumorigenicity of the stromal environment is an attractive and emerging target for 478 therapy of other epithelial cancers (17, 23, 24) 
